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The preMrt fnvQfTtton rolatM to a aroup of iwvd compoundf (oefiil for tHo preparation of J^flo 
■ubatltiitiid aromatfc compounds wWch aro tho aublact mamr of tho Eufopean parent potent appncatton 
No. 80 103032:1 and which «ro uaafW In tha treatmarrt of CNS dlaofdar^ auoh a» 

Tho pmant applleatfon thofofofo folatoa to tho compound of tho fofinulo 

R R H I 

whflMitt H» !• dilorfno. bromine, lodln* C,^ alkyl ortrifhioroinashyf; to hydrogstv hatogen, Cj^ ""grlof 
cJ-T aSqS or trtnuorom«thyl group: B» to hydrooaa hatogon, CwjBvl or triJUwramoBiyJ. V la 

tHfhSSS^rhOnl^loB'lolbn^^ 

lywtorablyB' and each hydroawi, eWortno or brombw ainma. ProftoMy R" to a BynioBm or 

""^WtaTSSU or tha nibstRtieiTto R«-«« are olhar than hy*ogaa It b prefer«d ««« B" "«» 

TlSpiTwmit amipoundB of tha abovo jwi^ 
offormuto(n): 




(II) 



wherain B?. R', R*. H» and tf* aw aa iteflnad above and R" ^ amho, Ct^acyto™^ 
^^^ZUytt^aaArfaow Said compound, an obtajnad by Aa oifidbatlon ^» «JSfS^ ?^ 
noted<bnnutolandth««rftar.whor.da6rwla«bBtStutIngttMa^ group edjacemytto P^anyl to 
givo a group R". wharain R" to ea haialn befani daflnjd other «wn«^'«;^hv^^^ 
eytsnatilan reaoiloii to normally cantod out by isflttxtog In an alkaml, Pwfa^V" " 
matfianol or odianol, bi tha proaence of B ttong basa aueh aa potaaalum hydrojasfc 

iKSSSSof thafa^ bafng th.«ufa|«l Burop^ 
80 IttOSLt wwl vihtch aioobtalnabto vto tha preaant eorapoundaof tha fMmula a)uB 
nwntofab dteoRlaia^ suofa aa paychtatrie and naarolo0hal dlaordaiB and an PafdeutaiJij^uwM aa antf- 
ZZS«t^t«^«^B In tha Sant of apltapay. ftirtharmorothaaatrtadno. <^^^*^^^ 
daprt^rt at Blaly therapaulte doao tevBte and thorsfbiw are adVantagaoua aa conn»rod wl^ 

''^S?Sy3iS"«5Srjj2^^ o» tha formu.. ID to anatogoua u, that daacribad tn th. 

BtaratuwtlAUS^WamNou 3 837 88a fbratruclurallyrote»d compound ^_.^^„^ 

Tha Ibllowing Examptoa muatrnta the piapaiBiian of tha compounda of tha invention and tha prepare, 
don of formula (II) obtalnatita thsrawbh. 
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Examplol 

Preparation of a-CyaniHi-((rHluanldrnoHmino]4><fiBhlor»<olinna of On tbnmila 

NH 

CI CI K II 
K / NN-C-flHj 



A sQJutlon of 2.Mtehton>rodobem8ne-(37^0# 0^t4 M) fn sodium dried ether esoo nnls} was addod 
drapwbato m^neslum tumlhge (3^ 8, OlIS gm Atm) an^ 
w Qrfgnard reegeiTL ^ ^ ^ ^ . 

Tho mixture wae etliiBd end relUDced fer 2 houre then M 
Into a etinwd fiUwure of eodhim dried ether {2» rttJt) 

mbdure wee sdrrad f»r 2 hou«r 1^ cvemloht to wann to room teiit per at u ra, then trMtod wWi Ice to 
160a> eitd W aqueoua hydmhioric add {TSmlah and the proditcrextrected wtth other (200, 100 and 
» BO mlt>. The combined ether eKlrw^v«row8«hodi*dthw^ 

2N equeoue eodlum hydroiddo llOO, 60 and 60 mie). These bario eoUitlons were oomUned, tthred wfth 
ectfvatsd eharcoal Og) for 10 minutes^ fntered and the cooled fihrato was addlfied with concentratBd 
hydroehiorieadd(2Smla)at10^ The resultant eoUd wee flfterad oft washed wfth water 42 x 20 mW and 
dried fh vecuo. Yield 2a7B g (HS^h m.pu ie?— isarc {uncorreetiedju 

28 

A mbmire of Za-dtehlorolmnrolc add (3914 fl 0L2 M) and t^^^ 
fbr 21 hours. The oooM solution was evapoiated down A? yoct/o a nd dtstuied under nitrogen* Yield 39^ g 
{BS%1 bip. 146--146PC at 31 mm of mowry preesure. 

40 

ZS^Jkhhmbentoyf CyafifdB 

A mixture of ouprouacyenldeOadg, 0141 M),pot8Sttum lodfafe (68.5 g, Oi41 M) and xytena (400 mis) 
wsa refl jxad In an atmosphere of nitrogsn under e Daen end Stsric trap for 24 houra eo ae to remove all 
trace of %vfl^(Br» ' 

Iff Aeolutton of ZSKlioMorobenzoyJ chloffdeCSS^ g,ai7 M) In sodium driedxy(ene (130 ml8)waa added 

^-^c-<lropwise to the at)ove mbctura Of dry cuprous cyanlds and xy^^ 

heated to reflux for a further 72 houm The oodM mixture waa ffltmd and the eolld washed well with 
sodium dried xftsne (200 mla). The ffltrasa and waihlnge were combined and eveporeted down in vacuo to 
ghra an OIL Yield 22.g 194%). 

40 

A sotutfon of Z^dlohlorobenzoyl oyaiddo (32 g, 0.16 M) In dlmettiytsulphoxlde (80 mis] was added 
drepwlee to a stirred su^enslon of amlnogusnrdlno bloartonate (81.67 g, OjO M) which had been treated 
¥with aw aqueous nttrio add (400 mla) at a te mp er at u re of CO 2B^ The mfacturewaestl^ 
45 left to stand at room temperature for 7 daye* The cooled mbttire waa edmd and beaKIed with 
0.680 equoous ammonia (400 mie) at ZfC^ than ^rred with fee cooling for 30 minute ottered end the 
reauldng solid wa^ad thoroughly with water and finally dried in vocao, Theraby the tide compound Is 
^b^J|y^^^^ s solid* 

Adding above aolfd to a 10% soludon of potassium hydraxMe pellete In methanol (400 misk heatbig 
eo the solution to refluxfor 11 houra, eooOng the aolutfon^ evaporating domi^v^^ 

(SOOmlsIt sdrringfDr30 minuiBa andfirtaring ghres a residue^ which when dried and recrystallisedfrom 
isopropanol ghm 3^lemlfto^^2^dt}oroprtenylMA4^axtna. Yield g (16.6%), nup. 216— 218X 
(unco f TBCtedi. 

88 £xBmplo 2 

Preparation of o^eno<M(N-guanldlnoHmlnoI-2,a^5-trichlofo^luene 

ZAS'T/fMowheraoh Aekf 

Powarad aodlum nftrfta (37.0 g, OM M) was added pordoowtaa to concentrated sidphurlo add (270 ml) 

80 which was sUrrad under an atmosphere of i^trogan. The temperature of the mbcture wae not allowed to rise 
above 70*. Meanwhile »^lno-2,6^dlchlorobm^ add (100 g, CM Ml wss dlssohred In Hot gladal aoatio 
add (1,200 ml), the raauhant soludon waa cooled repidhf to room temperature and added dropwise to the 
sbovo etffred and cooled nitrous add mixture so that the Intamal temperature did not rise above 30*. The 
aoluflon fomnsd after ths acUltton was left at room temperature for 2 houre then wea slowhr added to a 

ea sdrred solutton of cuprous diloride (97 & 0.97 M) In concentrated hydrochloric add (970 ml). The resultant 
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mixtur« was stfrrvd untfl the nftrooon ovohitfoA had coarod and wd» thin left overnight The «ondw» 
filtBTBd off, wa»h0d wen wtth water and dried to vacuo. Yield sat g {89%) rap. 164— 165?C (unoorrestBd). 

ZS^TriMorobwaoyi ChiOfidm 
8 Ambrtuieof2AWrlchlorobonwlcecW(90fl,a4M)8nddln^^ ml)lnttaonvlchloiWe 
(200 ml) waa haatad to reftux for 2 houni lha oooted aolutfon wat evaporated down in ymcm and the 
ro^e disfflled under nttioaen. YTefd B (80%), IMX 16^^ 

to Amb(tumafcupfou8eyanldd(89a/<>^MKl»ta«8lumt^^ 

heated to reflux In an etmoaphare of nitrogen under a Dean and Stark tr^ for 24 how*. 

A aolutten of aAB-<ilcWofol>an«oyl (Woifda (88 fl, ^ 
to tf» above auapanalon. The reauWng mbctuwwae atfrred and heated 

oooM mbdurn waalUterod and the eolYd waa washed weU «Mt sodium dried xylene (200 mO. Thomrate 
10 andwaaMngawaraoomt^tnedmloveporeted/^vaaiotog^ 

A aolutlonof ZA&trichioiobensEoyl cyanida (3&8 9, 0.18 M) In cOmothyleMlphoxIde (80 ml) was add^ 
dropwlae to a stirred suspenelon of amtnoouanWIne btoaibonate (e&7e g. 032 M) wh Wi had bam treated 
^ wWi 8N adueoua nitrto aotd (660 ml). The mbdure was stlned for 3 houm and than wae left to stwid at room 
tempofature for 21 daya. The solM was flhared off, washed wHh water (2 x iQOm)) aixl dried In vaeuo. 

Thereby the tttia compound leobtBlnad as osofld. ^ , 

Keatfnoa«u8p«wlonofthedried8o»d!na10% aoUitton of potasrtum hydroodde peOeti In metfwng 
(320 ml) to rvfliix fori hour, Qoollrtg the mixture and avaporetln down6ii«eiio,aroatfngtharoal«Mwjm 
hnAvatar (200 m», fltering off the resuKant aolhb *ylno In vacuo, putting ft to dri ed aojhl o ntop 
cohimn (a mm tonetof, 200 g of MFC smca geO, aJutlng with a soJiitlon of e«^ 
add ^0:2.5:2^. conactbig fracttens 60 to 80 (8d0 ctops pwfirecdo^^ 

vacuo. leaves a resultant aofld which whan crystalltoad from laopropanol ghrea 3>diamJno-6-(2A5- 
tr(chorophanyl)-1,2Atriazlna. YIM a77g (1.6%), tttp. 232—2^^ (uncoirected). 

Ctabn 

A compound of ttoltonmulaP)' 



40 



40 wherein R» to chlorine, bremtne, Potfno^ C,-4 alW oi' trtfluoromathyf ; Is hyAogaa ^Jfogen. C,^ alkyJ or 
trifluoromathyl or R» and fortn a — CH«CH-CH*(>f- group optlonsDy substhutod by a halogen atom, 
a C|-4 sllcyt or trffluoromathyi group; R* la hytlrogm, hatogen, C,^ dicyi or trifiuoromatbyl ; fr la hydrogen^ 

halogen, Cw ollcyl or triffooromathyl and R» )a hydrogen, mrtbyt or fluorine. 

provided tfmt at moat only two or RW*** are ofter than hydrogen and that R'— R" are not an hydrogen 

00 when Rf Is chlorine. 

Fatantan^pfush 

Vntrndimg.dar allgamelnen Formal I 

89 worin R* fOr Chlor, Brom, Jod, C,-4'Alfcyl CNCter Trifhiormethyl steht, R' ein Waaaeratoftetom, ain Hak^en- 
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stofn odar •Iran C^^rMcfi Oder Trtfluoimeihytrast <larstGllt Oder R* und Inen Rest 
—CH»CH-CH>^CH— Widen, deroegetwnenf^ durcti dn Helogenatonn efnen Ci^^lcylrest Oder efnen 
TfffhJonmeitTylrert witetltutert ret. R* Weseemirff, Katogen, C^-AHcyl oder Trfffuonnechyf to^ R* fOr 
Waseemoa Halogen, Ct-o-Alfcyl oderTtffluonnetM etehl und Wesseretoft Metfiyl oder Ruor 1st mft 
der MaQgate' daB hdchetena nur iwel der Reete R''^^^ arvdero Rasta aia Wasaeretoff atnd und die Resto 
RfL^tD fildn die Watserstoff^toma eind, wenn R" afn OdotBtoni (at. 



to Composd da fannula (I) 



fa 



oC R^esr UR atome do chlora* da bromo ou dlodaou redZeal alcoyfa an ou trffluommdthyto; R^ eatun 
atoma d'hydrog^a ou d^atogtea ou radical aScoyla an C1-4 ou trffluonomMiyla ou bl^ R* at R' fomnent 
un radical — CHaCH— CH«CH~ Aventtieltantem aubatftu4 par un atoma dlsalog^na ou un radlcaJ alooyle 
15 en ou trffluorrnndthyto; eat un atome dliydrogtes ou d'halogdne ou redlcal aTooyla en C|^ ou 
trHIuoromdthyte; eat un atome dliydrogdne ou dliatogtoe ou radical alcoyfa en C,^ ou trffluoro* 
mMyle R^ eat un atonne cf hydiogdna ou da tluor ou fsdlcal rn6thyta> 

avto la raatrfctfon qu'au mairt mum deux d'antra R^— aont autrae qua das etomea cThydfogAne et que 
R'— ne aont paa tout dea atomaa dtiydroodno loiaque R* eat un atcme da chlore. 

30 
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